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Approval Date: T

FREEDOM OF INFORMATION SUMMARY
ORIGINAL NEW ANIMAL DRUG APPLICATION
NADA 141-225

Ractopamine Hydrochloride (OPTAFLEXX) plus
Monensin Sodium (RUMENSIN)

1) (8.2 —24.6 gractopamine per ton of feed; 10 to 30 g monensin sodium per ton of feed) -
Increased rate of weight gain, improved feed efficiency, and prevention and control of coccidiosis
due to Eimeria bovis and E. zuernii in cattle fed in confinement for slaughter for the last 28 to 42

days on feed. .

2) (9.8 — 24.6 g ractopamine per ton of feed; 10 to 30 g monensin sodium per ton of feed) -
Increased rate of weight gain, improved feed efficiency, increased carcass leanness, and
prevention and control of coccidiosis due to Eimeria bovis and E. zuernii in cattle fed in
confinement for slaughter for the last 28 to 42 days on feed.

Sponsored By:

Elanco Animal Health

A Division of Eli Lilly & Co.
Lilly Corporate Center
Indianapolis, IN 46285
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FREEDOM OF INFORMATION SUMMARY

OPTAFLEXX and RUMENSIN

for Cattle Fed in Confinement for Slaughter

GENERAL INFORMATION:
. File Number:

. Sponsor:

. Bstablished Names:

. Proprietary Names:

. Dosage Form:

.. How Supplied:

. How Dispensed:

. Amount of Active Ingredients:

Route of Administration:

Species/Class:

. Recommended Dosage:

Pharmacological Category:

NADA 141-225

Elanco Animal Health

A Division of Eli Lilly & Co.
Lilly Corporate Center
Indianapolis, IN 46285
Drug Labeler Code: 000986

Ractopamine hydrochloride plus Monensin
sodium

OPTAFLEXX and RUMENSIN
Type A medicated articles

Ractopamine — 9 or 45 grams per pound as
ractopamine hydrochloride

Monensin - 20, 30, 45, 60, 80 and 90.7 grams
per pound as monensin sodium *

OTC

Ractopamine hydrochloride — 45.4 grams per
pound (100 grams per kilogram)

Monensin sodium —~ 80 grams per pound
Oral in feed

Cattle fed in confinement for slaughter

1) 8.2 to 24.6 g/ton ractopamine hydrochloride
and 10 to 30 g/ton monensin sodium

2) 9.8 to 24.6 gfton ractopamine hydrochloride
and 10 to 30 g/ton monensin sodium

Beta adrenergic agonist and anticoccidial
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m. Indications: 1) Increased rate of weight gain, improved
feed efficiency, and prevention and control of
coccidiosis due to Eimeria bovis and E. zuernii
in cattle fed in confinement for slaughter for
the last 28 to 42 days on feed.

2) Increased rate of weight gain, improved
feed efficiency, increased carcass leanness,
and prevention and control of coccidiosis due
to Eimeria bovis and E. zuernii in cattle fed in
confinement for slaughter for the last 28 to 42
days on feed

2. EFFECTIVENESS:

In accordance with the Federal Food, Drug, and Cosmetic Act (FFDCA), as amended by the
Animal Drug Availability Act of 1996, if the animal drugs/ active ingredients intended for use in
combination in animal feed have previously been separately approved for the particular uses and
conditions of use for which they are intended for use in combination, FDA will not refuse to
approve an NADA for the combination on effectiveness grounds unless the FDA finds that the
sponsor fails to demonstrate that:

o there is substantial evidence to indicate that any active ingredient/drug intended only for
the same use as another active ingredient/animal drug in combination makes a contribution
to the labeled effectiveness.

e cach of the active ingredients or animal drugs intended for at least one use that is different
from all other active ingredients or animal drugs used in the combination provides
appropriate concurrent use for the intended target population.

e where the combination contains more than one nontopical antibacterial active
ingredient/animal drug, there is a substantial evidence that each of the nontopical
antibacterial active ingredients/animal drugs makes-a contribution to the-labeled - - -~ -
effectiveness

Ractopamine, as provided by Elanco Animal Health, has previously been separately approved for
use in cattle for increased rate of weight gain, improved feed efficiency, and increased carcass
leanness (in cattle fed in confinement for slaughter during the last 28 to 42 days on feed (21 CFR
558.500 (e)(2)). Monensin, as provided by Elanco Animal Health, has previously been separately
approved (in a supplemental approval dated December 12, 2003) for use in cattle fed in
confinement for slaughter for prevention and control of coccidiosis due to Eimeria bovis and E.
zuernii (21 CFR 558.355(f)(3)(vii)(a)). Effectiveness of each drug, ractopamine and monensin,
when administered alone in accordance with its approved uses and conditions of use, is
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demonstrated in Elanco Animal Health’s approved NADA 141-221 for ractopamine and NADA
95-735 for monensin.

Ractopamine and monensin are each intended for a different use therefore the NADA need not
demonstrate, by substantial evidence, that ractopamine or monensin contributes to the labeled
effectiveness of the combination. Ractopamine and monensin provide appropriate concurrent use
because these drugs are intended to treat different conditions likely to occur simultaneously in
cattle fed in confinement for slaughter during the last 28 to 42 days on feed. (Ractopamine, for
increased rate of weight gain, improved feed efficiency, and increased carcass leanness; and
monensin, for prevention and control of coccidiosis due to Eimeria bovis and E. zuernii;.)

3. TARGET ANIMAL SAFETY:

In accordance with the FFDCA, as amended by the Animal Drug Availability Act of 1996, if the
animal drugs/active ingredients intended for use in combination in animal feed have previously
been approved separately for the particular uses and conditions of use for which they are intended
for use in combination, FDA will not refuse to approve an NADA for the cornblnanon on target
animal safety grounds unless

o there is a substantiated scientific issue specific to an active ingredient or animal drug used
in the combination that cannot adequately be evaluated based on the information contained
in the application for the combination, and FDA finds that the application fails to show that
the combination is safe, or

o there is a scientific issue raised by target animal observations contained in the studies
_submitted to the NADA for the combination, and FDA finds that the apphcatlon fails to
show that the combination is safe.

Ractopamine, as provided by Elanco Animal Health, has previously been separately approved for
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use in cattle for increased rate-of weight gain, improved-feed efficiency; and-increased-carcass — "~~~

leanness in cattle fed in confinement for slaughter during the last 28 to 42 days on feed (21 CFR
558.500(e)(2)). Monensin, as provided by Elanco Animal Health, has prevxously been separately
approved (in a supplemental approval dated December 12, 2003) for use in cattle fed in
confinement for slaughter for prevention and control of coccidiosis due to Eimeria bovis and E.
zuernii (21 CFR 558.355(f)(3)(vii)(a)).

Under the provisions of ADAA, this original approval allows for the combination of ractopamine
and monensin (as provided by Elanco Animal Health). Target animal safety of each drug,
ractopamine and monensin, when administered alone in accordance with its approved uses and
conditions of use, is demonstrated in Elanco Animal Health’s approved NADAs 141-221 and 95-
735, respectively. The Agency has found no substantiated scientific issue relating to the target
animal safety of ractopamine and monensin when used in combination under this NADA and no
scientific issue has been raised by target animal observations submitted as part of the NADA for
this combination. Thus, pursuant to FFDCA, as amended by the Animal Drug Availability Act of
1996, no specific target animal safety studies are required for approval of NADA 141-225.
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4. HUMAN SAFETY:

In accordance with the FFDCA, as amended by the Animal Drug Availability Act of 1996, if the
animal drugs/active ingredients or intended for use in combination in animal feed have previously
been approved separately for the particular uses and conditions of use for which they are intended
for use in combination, FDA will not refuse to approve an NADA for the combination on human
safety grounds unless FDA finds that the application fails to establish that:

¢ none of the active ingredients or animal drugs used in combination at the longest
withdrawal for any of the active ingredients or ammal drugs in the combination exceeds the
established tolerance, or

e none of the active ingredients or animal drugs in combination interferes with the method of
analysis for another active ingredient or drug in the combination.

A. Toxicity:
Safety for this combination product has been established by data in NADA 141-221 for
ractopamine and NADA 95-735 for monensin.

B. Safe Concentrations of Total Residues — Calculation of the Acceptable Daily Intake
(ADI) and the Safe Concentration:
The safe concentration for total residues of ractopamine hydrochloride are 0.25 ppm in
muscle, 0.75 ppm in liver, and 1.5 ppm in kidney and fat. The acceptable daily intake
(ADI) for total residues of ractopamine is 1.25 micrograms ractopamine hydrochloride per
kilogram of body weight per day as codified under 21 CFR 556.570. The ADI for total
residues of monensin is 12.5 milligrams per kilogram of body weight per day as codified
under 21 CFR 556.420.

C. Tolerances and Withdrawal Time:
For ractopamine, a tolerance of 0.03 ppm is established for negligible residue of
ractopamine in muscle and 0.09 ppm in liver of cattle as codified under 21 CFR 556.570.
For monensin, a tolerance of 0.05 ppm is established for negligible residue of monensin in
edible tissues of cattle as codified under 21 CFR 556.420. The tissue residue depletion

data showed that residues of ractopamine hydrochloride, monensin, and tylosin wereless- - .- --- -

than their respective tolerances at practical zero withdrawal, thereby supporting the
assignment of a zero withdrawal period for the combination.

D. Residue Data:

D.1. Tissue Residue Non-Interference Study in Cattle Treated with Ractopamine,
Monensin, Tylosin and Melengestrol Acetate. T4V699501

Investigator: J.W. Moran and J.M. Buck
Elanco Animal Health
2001 West Main St.
Greenfield, IN 46140
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This study was conducted to determine non-interference in the tissue residue depletion
in cattle of the ractopamine, monensin, tylosin and melengestrol acetate (MGA)
combination. The cattle were fed medicated rations for 14.5 days. One treatment
group of six cattle, three heifers and three steers, were fed 30 ppm ractopamine, 30
g/ton monensin, and 10 g/ton tylosin (RMT). A second treatment group of six heifers
were fed 0.05 ppm MGA (0.5 mg/heifer/day) in addition to the combination of
ractopamine, monensin, and tylosin (RMT+MGA). The animals were euthanized and
tissues collected at practical zero withdrawal (12 hours). Liver tissue was collected and
assayed for monensin and tylosin bioactive residues by microbiological methods, as
well as assayed for ractopamine by high performance liquid chromatography with
fluorescence detection. Fat tissue was collected and assayed for MGA residue by gas
chromatography with electron capture detection.

The ractopamine residues in the liver at practical zero-time withdrawal were 0.0074
ppm and 0.0041 ppm for the RMT and RMT+MGA freatments, which is below the
tolerance established for cattle at 0.09 ppm. The monensin, tylosin and MGA residue
levels found in this non-interference study at practical zero withdrawal were below the
- limit of quantitation of the respective methods of 0.04 ppm, 0.05 ppm, and 0.01 ppm,
respectively. Since the assay values were below the limit of quantitation, it
demonstrated that these three values were all below the approved tolerances for
monensin, tylosin and MGA (0.05 ppm, 0.2 ppm, and 25 ppb, respectively).

These results indicate that the residue profiles of ractopamine, monensin, tylosin and
melengestrol acetate are not altered when the drugs are fed in combination at the levels
tested in this study.

Assay noninterference was tested by analyzing liver samples that had been fortified
with 50 ppb monensin, 150 ppb ractopamine hydrochloride, 200 ppb tylosin, and 25
ppb MGA and comparing the results to those obtained from liver fortified with the
single drug, The recovery data satisfactorily demonstrated assay noninterference.

The tissue residue depletion data showed that residues of ractopamine hydrochloride and
monensin were less than their respective tolerances at practical zero withdrawal, thereby
supporting the assignment of a zero withdrawal period for the combination.

E. Regulatory Methods for Residues:
The analytical methods for the determination of ractopamine and monensin in edible
tissues are on file at the Center for Veterinary Medicine, Food and Drug Administration,
7500 Standish Place, Rockville, MD 20855.

F. User Safety Concerns:

The following human warnings are found on the Type B and Type C medicated feed
labeling:
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The active ingredient in OPTAFLEXX, ractopamine hydrochloride, is a beta-adrenergic
agonist. Individuals with cardiovascular disease should exercise special caution to avoid
exposure. Not for use in humans. Keep out of the reach of children. The OPTAFLEXX
45 formulation (Type A Medicated Article) poses a low dust potential under usual
conditions of handling and mixing. When mixing and handling OPTAFLEXX, use
protective clothing, impervious gloves, protective eye wear, and a NIOSH-approved dust
mask. Operators should wash thoroughly with soap and water after handling. If accidental
eye contact occurs, immediately rinse eyes thoroughly with water. If irritation persists,
seek medical attention. The material safety data sheet contains more detailed occupational
safety information. To report adverse effects, access medical information, or obtain
additional product information, call 1-800-428-4441.

5. AGENCY CONCLUSIONS:

The data submitted in support of this NADA satisfy the requirements of section 512(d)(4) of
the FFDCA and 21 CFR Part 514 of the implementing regulations. Ractopamine and
monensin when administered at 8.2 to 24.6 g/ton ractopamine hydrochloride and 10 to 30 g/ton
monensin sodium are safe and effective for increased rate of weight gain, improved feed

- efficiency, and prevention and control of coccidiosis due to Eimeria bovis and E. zuernii in
cattle fed in confinement for slaughter for the last 28 to 42 days on feed. In addition,
ractopamine and monensin when administered at 9.8 to 24.6 g/ton ractopamine hydrochloride
and 10 to 30 g/ton monensin sodium are safe and effective for increased rate of weight gain,
improved feed efficiency, increase carcass leanness, and prevention and control of coccidiosis
due to Eimeria bovis and E. zuernii in cattle fed in confinement for slaughter for the last 28 to
42 days on feed. ‘

This approval does not qualify for marketing exclusmty under section 512(c)(2)(F)(ii) of the
Federal Food, Drug, and Cosmetic Act.

Pursuant to 21 CFR 514:106-(b)(2)(vi); this combination NADA approval is regarded asa -
Category Il supplemental change which did not requxre a reevaluation of safety and efﬁcacy
data in the parent NADAs.

The drugs are to be fed in Type C medicated feeds, in accordance with section 1 of the FOI
Summary and the Blue Bird labeling that is attached to this document.

The Center for Veterinary Medicine has concluded that, for these products, adequate directions
for use by the lay person have been provided. Label directions provide detailed instruction in
plain language. The drug products are not controlled substances. The drug products in this
feed combination are OTC when dispensed separately. Thus, the drug products are assigned
OTC status, and the labeling is adequate for the intended use.
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Ractopamine hydrochloride is under the following US patent numbers:

U.S. Patent Number Date of Expiration

4,690,951 September 1, 2004
5,643,967 July 1, 2014

6. ATTACHMENTS:
Facsimile Labeling is attached as indicated below:

Type B Medicated Feed Blue Bird Label (OPTAFLEXX and RUMENSIN)

Type B Medicated Feed Blue Bird Label with Carcass Leanness Claim (OPTAFLEXX and
RUMENSIN Plus)

Type B Liquid Medicated Feed Blue Bird Label (OPTAFLEXX and RUMENSIN)

Type B Liquid Medicated Feed Blue Bird Label with Carcass Leanness Claim (OPTAFLEXX
and RUMENSIN Plus)

- Type C Medicated Feed Blue Bird Label (OPTAFLEXX and RUMENSIN)

Type C Medicated Feed Blue Bird Label with Carcass Leanness Claim (OPTAFLEXX and

RUMENSIN Plus)
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*Net Weight on Bulk Invoice

Optaflexx™ and Rumensin®
Type B Medicated Cattle Feed
For Use in Cattle Feeds Only
Do not feed undiluted.

Important: Must be thoroughly mixed into feed before use.

For increased rate of weight gain, improved feed efficiency and prevention and control of
coccidiosis due fo Eimeria bovis and E. zuernii, in cattle fed in confinement for slaughter during
the last 28 to 42 days on feed.

ACTIVE DRUG INGREDIENfTS

Ractopaming HCI . ...ttt e et eee e 66 to 984 g/ton”
MONENSIN SOUIUM ...ttt ree et sre s crnetee s tssessamessesane 80 to 1200 g/ton®
) GUARANTEED ANALYSIS
Crude Protein, Not1eSs than. ...t et ee e cerevearerrrresanees %
Non-Protein Nitrogen (NPN)', not MOore than .............cc..veeeeeeeecreeeereereoreeesenns %
Crude Fat, NOt 1e8S than..civi ittt e eeeeee e s vreeereees %
Crude Fiber, NOtMOre than.......c.covviveiiieiie et eereeseere e s veeeeseens %
Calcium, NOtIESS thaN. .....o.v i e e e e eeeeraess s eeereesanes %
CalCium, NOL MOTE tNAN.....ceveeivrriiee ettt teaeeeee e eesrenes serseeareanes %
Phosphorus, notlessthan.........c.ccccceeeeneenis rrrreeereneenaaaen e nereesrenans %
S, NOLIESS thAN. ..o eee e e eee e e e s oo e oo e eeeeee e %
Salt’, notmore than.........cc..veeveiviiiiiiice e eerreries veenrerenseens %
SOAUM®, NOLIESS thAN. ... cveeeeeeree e eee e ee e e v oo ~ %
SOdIUM®, NOt MO AN ... ee et eeeeeeeeeeeeee e e e eeeee oo oo %
Potassium, NOt 1SS than........ieie it eee e e aeereanns %
Vitamin A%, not168S thaN.......ceeeeeeeeeeeeeeeeeeeeeeeeeee e eeereeesaseanennenas 1.U/b
'When added.
2f added.
®Shall be guaranteed only when total sodium exceeds that furnished by the maximum salt
guarantee.

Other than precursors of Vitamin A.
INGREDIENTS

Each ingredient must be named in accordance with the names and definitions adopted by the
Association of American Feed Control Officials.

* Final printed label on formulated Type B medicated feed must bear a single concentration of
each drug ‘
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MIXING DIRECTIONS

Mix 50 to 250 pounds of Type B feed with 1950 to 1750 pounds of unmedicated feed,
respectively to yield a Type C feed with 8.2 to 24.6 grams per ton of ractopamine and 10 to 30
grams per ton of monensin.

CAUTION

Do not allow horses or other equines access to formulations containing monensin. Ingestion of
monensin by horses has been fatal. Monensin medicated cattle feed is safe for use only in cattle.
Consumption by unapproved species may result in toxic reactions. Feeding undiluted or mixing
errors resulting in high concentrations of monensin has been fatal to cattle. Do not feed
undiluted. Must be thoroughly mixed in feeds before use. Do not exceed the levels of monensin
recommended in the feeding directions, as reduced average daily gains may result.

Ractopamine HCl is not for animals intended for breeding.

WARNING

Do not feed to lactating dairy cows. A withdrawal time has not been established for pre-
ruminating calves. Do not use in calves to be processed for veal.

The active ingredient in OPTAFLEXX, ractopamine hydrochloride, is a beta-adrenergic agonist.
Individuals with cardiovascular disease should exercise special caution to avoid exposure. Not
for use in humans. Keep out of the reach of children. The OPTAFLEXX 45 formulation (Type A
Medicated Article) poses a low dust potential under usual conditions of handling and mixing.
When mixing and handling OPTAFLEXX, use protective clothing, impervious gloves, protective
eyewear, and a NIOSH-approved dust mask. Operators should wash thoroughly with soap and
water after handling. If accidental eye contact occurs, immediately rinse eyes thoroughly with
water. Ifirritation persists, seek medical attention. The material safety data sheet contains more
detailed occupational safety information. To report adverse effects, access medical mformatlon
or obtain additional product information, call 1-800-428-4441. ! -

MANUFACTURED BY

BLUE BIRD FEED MILL
Any town, USA 12345

Optaﬂexxm, and Rumensin® are trademarks of Eli Lilly and Company.

09Jan2004
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Optaflexx™ and Rumensin® Plus
Type B Medicated Cattle Feed
For Use in Cattle Feeds Only

Do not feed undiluted.
important: Must be thoroughly mixed into feed before use.
For increased rate of weight gain, improved feed efficiency, increased carcass leanness and
prevention and control of coccidiosis due fo Eimeria bovis and E. zuernii in cattle fed in
confinement for slaughter during the last 28 to 42 days on feed.

ACTIVE DRUG INGREDIENTS

Ractopaming HCl ..ottt et ee e e ee v enn 78 to 984 gfton*

MONENSIN SOIUM ....ccouiieireerei et ces e et eeseees e et ae e etesassesss e sesens 80 to 1200 g/ton®
) GUARANTEED ANALYSIS

Crude Protein, NOt1ESS thaN. .......vuuvviieeee et eee e e oo %

Non-Protein Nitrogen (NPN)', not more than ............oeeeeeeveeeoeoresreeoer, %

Crude Fat, Not1eSS thaN.....c.eieei et e, %

Crude Fiber, ROt MOre than...........ueeieiioiiee e v e eeee s e %

CalCium, NOLIESS thaM. .eiee et ees e eee e S e e %
Calcium, NOt MOTE thaN. ......eiivieeee et eee e s e oo %

Phosphorus, not1ess than...........cooeciiiiiiiiiceee e ee e %
Sal, NOIBSS tAAN. ... eeeeeeeeeeeeereeeeeeee oo %
S, NOt MOFE thAN. ... eeeeeeeeseee oo oo %
Sodium?, N0t 1ESS thaN. ........ceeuvrreererreensrierserersessesreennan SR %
SOGIUM®, MOt MOIE thAN. ....eeeeeveeeereeeeeeeeeeeeeee oo %
Potassium, NOtIESS thaN.. ...t o, %
Vitamin A% 4, nOtIESS thaN........c.eeeeeeeeeeeeeeee e L.U./Ib
‘When added.

2f added.

®Shall be guaranteed only when total sodium exceeds that furished by the maximum sait
guarantee.

Other than precursoré of Vitamin A,
INGREDIENTS

Each ingredient must be named in accordance with the names.and definitions adopted by the
Association of American Feed Control Officials.

* Final printed label on formulated Type B medicated feed must bear a single concentration of
each drug
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‘Net Weight on Bulk Invoice

Optaflexx™ and Rumensin®
Liquid Type B Medicated Cattle Feed
For Use in Cattle Feeds Only
Do Not Feed Undiluted.

Important: Must be thoroughly mixed into feed before use.

For increased rate of weight gain, improved feed efficiency and prevention and control of
coccidiosis due to Eimeria bovis and E. zuernii in cattle fed in confinement for slaughter during

R T T

the last 28 to 42 days on feed.

ACTIVE DRUG INGREDIENTS

Ractopaming HCl ..o eiceeeceeee et et ees e e see et aee e anen 66 to 984 g/ton’
MONENSIN SOUIUM .......coviiiccreirccee sttt e e e e e s s ee s s e e reenmenas 80 to 1200 g/ton”
3 GUARANTEED ANALYSIS
Crude Protein, not eSS than. ... ieiieiiiiiie e e ee e veeeeeieraeeveeens %
Non-Protein Nitrogen (NPN)', not more than ...............eeeeeveveoeeeroeeeoreeneenen. %
Crude Fat, NOtIeSS than. ......e. it teeeee e ees eesaeans %
Crude Fiber, not more than........cooveeeninieiiieeieeeeeeeeeaiananns reserrrreeseineeerann %
Caloium, NOtIESS than. ... et e eeee e resee e venareeeaas %
Calcium, MOt MOre than. ... et vtee ereerasseenne %
Phosphorus, not1ess than..........coovviuivviii et et %
S, NOLIESS thAN. ... eeeeeeeeeeeee e e e e e e e e e e eeee e e %
Salt, MOt MOTE thaAN. ... .ot e e eeeeersasesaees cvrraseessses %
SOAUM®, NOLIESS thAN. .. eeeveeeeeeeee e eeeee e e e e oo < %
Sodium”, ROL MOrE thaN. .....c.uvniiii e ee e e e eervaaoes %
Potassium, Not1ess than. ...t e eeeeee e s %
Vitamin A% *, NOt 1SS thaN.......c..eeueeeeeeeeeeeeeeeeeeeeeee e e eeveee s e e L.U/b
Dry Matter, NOtIESS than ......cceniccereeeecceree et e 60%
Dry Matter, not More than.......cc e ase e s e 75%
PH ettt a e e et et baa s sttt s e et eabe e ereeameesnee s srennneesseeens 451t06.0
'When added.
%I added.
®Shall be guaranteed only when total sodium exceeds that furnished by the maximum salt
guarantee.

Other than precursors of Vitamin A.
INGREDIENTS

Each ingredient must be named in accordance with the names and definitions adopted by the
Association of American Feed Control Officials.

* Final printed label on formulated Type B medicated feed must bear a single concentration of
each drug



MIXING DIRECTIONS
When preparing a liquid Type B feed maintain the pH between 4.5 and 6.0.

For stored liquid Type B medicated feeds containing ractopamine and monensin, recirculate or
agitate liquid Type B medicated feeds daily even when no Type B feed is used and immediately
prior to use for no less than 10 minutes moving no less than 1% of the contents per minute from
the bottom to the top of the tank.

Mix 50 to 250 pounds of Type B feed with 1950 to 1750 pounds of unmedicated feed,
respectively to yield a Type C feed with 8.2 to 24.6 grams per ton of ractopamine and 10 to 30
grams per ton of monensin.

CAUTION

Inadequate mixing or agitation of monensin liquid Type B medicated feed has resulted in
increased monensin concentration, which has been fatal to cattle. Do not allow horses or other
equines access to formulations containing monensin. Ingestion of monensin by horses has been
fatal. Monensin medicated cattle feed is safe for use only in cattle. Consumption by unapproved
species may result in toxic reactions. Do not feed undiluted. Feeding undiluted or mixing errors
resulting in high concentrations of monensin has been fatal to cattle. Must be thoroughly mixed
in feeds before use. Do not exceed the levels of monensin recommended in the feeding
_directions, as reduced average daily gains may result.

Ractopamine HCl is not for animals intended for breeding.
WARNING

Do not feed to lactating dairy cows. A withdrawal time has not been established for pre-
ruminating calves. Do not use in calves to be processed for veal.

The active ingredient in OPTAFLEXX, ractopamine hydrochloride, is a beta-adrenergic agonist.
Individuals with cardiovascular disease should exercise special caution to avoid exposure. Not
for use in humans. Keep out of the reach of children. The OPTAFLEXX 45 formulation (Type A
Medicated Article) poses a low dust potential under usual conditions of handling and mixing.
When mixing and handling OPTAFLEXX, use protective clothing, impervious gloves, protective
eyewear, and a NIOSH-approved dust mask. Operators should wash thoroughly with soap and
water after handling. If accidental eye contact occurs, immediately rinse eyes thoroughly with
water. If irritation persists, seek medical attention. The material safety data sheet contains more
detailed occupational safety information. To report adverse effects, access medical information,
or obtain additional product information, cali 1-800-428-4441. -

MANUFACTURED BY

BLUE BIRD FEED MILL
Any town, USA 12345

Expiration Date: [8 weeks after manufacture]

Optaflexx™ and Rumensin® are trademarks of Eli Lilly and Company.
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*Net Weight on Bulk Invoice

Optaflexx™ and Rumensin® Plus
Liquid Type B Medicated Cattle Feed
For Use in Cattle Feeds Only
Do not feed undiluted.

Important: Must be thoroughly mixed into feed before use.

For increased rate of weight gain, improved feed efficiency, increased carcass leanness and
prevention and control of coccidiosis due to Eimeria bovis and E. zuernii in cattle fed in

confinement for slaughter during the iast 28 to 42 days on feed.
ACTIVE DRUG INGREDIENTS
RACIOPAMING HCI ..ottt e esser et e e s eeaneas 78 to 984 g/ton®
MONENSIN SOQIUM ......cciiiic e rer s seeneae 80 to 1200 g/ton*
GUARANTEED ANALYSIS

- Crude Protein, Not eSS than........ovivereee e e e %
Non-Protein Nitrogen (NPN)', not more than ..............o.cooeeeeveeeeveeecemsoereesren. %
Crude Fat, not1ess than.........ooiiiiie et %
Crude Fiber, NOtmMOre than. .........cc.iveriieetaecee e e e eees e %
Calcium, MO IESS thaN. ... e ee e e %
Calcium, Ot MOre than. ..ottt oo %
Phosphorus, Not 1e8S than...........cooiuuiiiieiie et e e e ee e %
S, NOLIESS thAN. ... eeveeeeeee e e eeee e e %
Salt?, not more than......... %
SOIUM®, NOLIESS thAN. ... .v.eee et e oo e %
SOdIUM®, MOt MOTE thAN. ... eeeeeeeeeee et < %
Potassium, NOtIeSS than........c.vveiieeiiiiee e e %
Vitamin A2 4, N0t I8SS thaAN. ... .eeeeeeeeee e e 1.U.fib
Dry Matter, not 1855 than ..ottt cve e se s e e es 60%
Dry Matter, Not MO thaN.......c..oeoeiieccieeseeeeee et eee s e e e e aees 5%
PH et se e st n et e et e et nenaemneeneentesresensne 45106.0
'When added.
f added.
3Shall be guaranteed only when total sodium exceeds that furnished by the maximum salt
guarantee.

Other than precursors of Vitamin A.
INGREDIENTS

Each ingredient must be named in accordance with the names and definitions adopted by the
Association of American Feed Control Officials.

* Final printed label on formulated Type B medicated feed must bear a single concentration of
each drug



MIXING DIRECTIONS
When preparing a liquid Type B feed maintain the pH between 4.5 and 6.0.

For stored liquid Type B medicated feeds containing ractopamine, and monensin, recirculate or
agitate liquid Type B medicated feeds daily even when no Type B feed is used and immediately
prior to use for no less than 10 minutes moving no less than 1% of the contents per minute from
the bottomn to the top of the tank.

Mix 50 to 250 pounds of Type B feed with 1950 to 1750 pounds of unmedicated feed,
respectively to yield a Type C feed with 9.8 to 24.6 grams per ton of ractopamine, and 10 to 30
grams per ton of monensin.

CAUTION

Inadequate mixing or agitation of monensin liquid Type B medicated feed has resulted in
increased monensin concentration, which has been fatal to cattle. Do not allow horses or other
equines access to formulations containing monensin. Ingestion of monensin by horses has been
fatal. Monensin medicated cattle feed is safe for use only in cattle. Consumption by unapproved
species may result in toxic reactions. Do not feed undiluted. Feeding undiluted or mixing errors
resulting in high concentrations of monensin has been fatal to cattle. Must be thoroughly mixed
in feeds before use. Do not exceed the levels of monensin recommended in the feeding
_directions, as reduced average daily gains may result.

Ractopamine HCI is not for animals intended for breeding.
WARNING

Do not feed to lactating dairy cows. A withdrawal time has not been established for pre-
ruminating calves. Do not use in calves to be processed for veal.

The active ingredient in OPTAFLEXX, ractopamine hydrochloride, is a beta-adrenergic agonist.
Individuals with cardiovascular disease shouid exercise special caution to avoid exposure. Not
for use in humans. Keep out of the reach of children. The OPTAFLEXX 45 formulation (Type A
Medicated Article) poses a low dust potential under usual conditions of handling and mixing.
When mixing and handling OPTAFLEXX, use protective clothing, impervious gloves, protective
eyewear, and a NIOSH-approved. dust mask. _Operators should wash. tharoughly with. soap-and
water after handling. If accidental eye contact occcurs, immediately rinse eyes thoroughly with
water. If irritation persists, seek medical attention. The material safety data sheet contains more
detailed occupational safety information. To report adverse effects access medical information,
or obtain additional product information, call 1-800-428-4441." )

MANUFACTURED BY

BLUE BIRD FEED MILL
Any town, USA 12345

Expiration Date: [8 weeks after manufacture]

Optaflexx™, and Rumensin® are trademarks of Eli Lilly and Company.
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Net Weight on Buik Invoice

Optaflexx™ and Rumensin®
Type C Medicated Cattle Feed
For Use in Cattle Only

For increased rate of weight gain, improved feed efficiency and prevention and control of
coccidiosis due to Eimeria bovis and E. zuernii in cattle fed in confinement for slaughter for the
last 28 to 42 days on feed.

ACTIVE DRUG INGREDIENTS

RACIOPAMING HOH ...ooveeoeceereee et e e s ees e snsees s s e e 8.2 to 24.6 g/ton’
MONENSIN SOTIUM ..coiueiiiiriieierireee et e et oo s ae et e senesesenaesseeannas 10 to 30 g/ton*
GUARANTEED ANALYSIS
Crude Protein, Not1eSS than. ... et et %
Non-Protein Nitrogen (NPN)'", Not MOre than ...........cc.coveeeeveereeescesseseerser, %
Crude Fat, not1ess than. .........cooooiiieiiii e et e, %
. Crude Fiber, NOtMOre than...........c.ooovuiieiraeeee e e %
CCalium, NOLIESS tNAN. .. ..ot e %
Calcium, NOt MOFE thaN.......ieiiiiiiiiec e eeee e e e e e e %
Phosphorus, not 1ess than................cuueiiiiiiiiiiiiie e %
S, MOt IESS thAN...c.eeeeeeeeeeeeteeeee oo eeee e oo %
Salt®, not more than......... %
SOdIUM, NOLIESS AN ... .e et e eee oo oo %
SOMIUM®, NOL MOTE thAN......eeeveeeeeeeeeeeeeeeeeeesees oo oo %
Potassium, NOtIeSS than. ... ...t %
Vitamin A% NOtI8SS thaN. ... veeeeeeeeeeeeeeeee e L.U/Mb
'When added.
%f added.
3Shall be guaranteed only when total sodium exceeds that furnished by the maximum sait
guarantee.

Other than precursors of Vitamin A.
INGREDIENTS

Each ingredient must be named in accordance with the names and definitions adopted by the
Association of American Feed Control Officials.

" Final printed label on formulated Type C medicated feed must bear a single concentration of
each drug
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FEEDING DIRECTIONS

Feed continuously as sole ration to provide 70 to 430 mg/hd/day ractopamine as ractopamine
HCI, and 0.14 to 0.42 mg monensin/ib body weight per day, depending on the severity of the
coccidiosis challenge, up to 360 mg/hd/day monensin for the last 28 to 42 days on feed.

CAUTION

Do not allow horses or other equines access to formulations containing monensin. Ingestion of
monensin by horses has been fatal. Monensin medicated cattle feed is safe for use only in cattle.
Consumption by unapproved species may result in toxic reactions. Feeding undiluted or mixing
errors resulting in high concentrations of monensin has been fatal to cattle. Must be thoroughly
mixed in feeds before use. Do not exceed the levels of monensin recommended in the feeding
directions, as reduced average daily gains may resuit.

Ractopamine HCl is not for animals intended for breeding.

WARNING

Do not feed to lactating dairy cows. A withdrawal time has not been established for pre-
_ruminating calves. Do not use in calves to be processed for veal.

The active ingredient in OPTAFLEXX, ractopamine hydrochloride, is a beta-adrenergic agonist.
Individuals with cardiovascular disease should exercise special caution to avoid exposure. Not
for use in humans. Keep out of the reach of children. The OPTAFLEXX 45 formulation (Type A
Medicated Article) poses a low dust potential under usual conditions of handling and mixing.
When mixing and handling OPTAFLEXX, use protective clothing, impervious gloves, protective
eyewear, and a NIOSH-approved dust mask. Operators should wash thoroughly with soap and
water after handling. If accidental eye contact occurs, immediately rinse eyes thoroughly with
water. Ifirritation persists, seek medical attention. The material safety data sheet contains more
detailed occupational safety information. To report adverse effects, access medical information,
or obtain additional product information, call 1-800-428-4441.

MANUFACTURED BY

BLUE BIRD FEED MILL
Any town, USA 12345

Exp:ratlon Date [30 days after manufacture] . . ... -
Optaflexx™, and Rumensin® are trademarks of Eli Lilly and Company
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Net Weight on Bulk invoice

Optaflexx™ and Rumensin® Plus
Type C Medicated Cattle Feed
For Use in Cattle Feeds Only
Do not feed undiluted.

For increased rate of weight gain, improved feed efficiency, increased carcass leanness and
prevention and control of coccidiosis due to Eimeria bovis and E. zuemnii in cattle fed in
confinement for slaughter for the last 28 to 42 days on feed.

ACTIVE DRUG INGREDIENTS

RACLOPAMING HCI ...t e s ee s ses s oo 9.8 to 24.6 g/ton”
MONENSIN SOTIUMT ...ttt et 10 to 30 g/ton*
GUARANTEED ANALYSIS

Crude Protein, not 1SS than. .......oocuvueiiieieeeee e e %

Non-Protein Nitrogen (NPN)', not more than .............oeeeeveeooeoooevosooo %

Crude Fat, Not1eSS than...........cooeiiiveiiiieen e e %

Crude Fiber, not more than............oooveiieeeoee e %
TCalcium, NOEIESS than.......oee it %

Calcium, Not MOre than............eoiiiieeieeee e e %

Phosphorus, notless than.............oooooiiiieiiiiie e %

Salt?, NOL1ESS thaN. ... %

Salt?, NOt MOTE thaN..........ceeeeeeeeeeeeeeeeeeeeee oo %

SodIUM®, NOLIESS thaN. ........veeeeeeeeeeeeeeeeeeees oo %

Sodium®, NOt MOre thaN............eereereeeeereeeeeeeeeeseeeoe oo %

Potassium, Not1esS than...........oouvuuiiii e %

Vitamin A% 4, not 188 than. .........cceeeeeeeeeeeeeeeeees oo L.U/Ib

'When added. )

’If added.

*Shall be guaranteed only when total sodium exceeds that furnished by the maximum salt

?uarantee. ‘

Other than precarsors of Vitamin A. )
INGREDIENTS

Each ingredient must be named in accordance with the names.and definitions adopted by the
Association of American Feed Control Officials.

" Final printed label on Formulated Type C medicated feed must bear a single concentration of
each drug



FEEDING DIRECTIONS

Feed continuously as sole ration to provide 90 to 430 mg/hd/day ractopamine and 0.14 to 0.42
mg monensin/lb body weight per day, depending on the severity of the coccidiosis challenge, up
to 360 myg/hd/day monensin for the last 28 to 42 days on feed.

CAUTION

Do not allow horses or other equines access to formulations containing monensin. Ingestion of
monensin by horses has been fatal. Monensin medicated cattle feed is safe for use only in cattle.
Consumption by unapproved species may resutlt in toxic reactions. Feeding undituted or mixing
errors resulting in high concentrations of monensin has been fatal to cattle. Must be thoroughly
mixed in feeds before use. Do not exceed the levels of monensin recommended in the feeding
directions, as reduced average daily gains may resulit.

Ractopamine HCl is not for animals intended for breeding.

WARNING

Do not feed to lactating dairy cows. A withdrawal time has not:been established for pre-
ruminating calves. Do not use in calves to be processed for veal.

The active ingredient in OPTAFLEXX, ractopamine hydrochiaride, is a beta-adrenergic agonist.
Individuals with cardiovascular disease should exercise special caution to avoid exposure. Not
for use in humans. Keep out of the reach of children. The OPTAFLEXX 45 formulation (Type A
Medicated Article) poses a low dust potential under usual conditions of handling and mixing.
When mixing and handling OPTAFLEXX, use protective clothing, impervious gloves, protective
eye wear, and a NIOSH-approved dust mask. Operators should wash thoroughly with soap and
water after handling. If accidental eye contact occurs, immediately rinse eyes thoroughly with
water. If irritation persists, seek medical attention. The material safety data sheet contains more
detailed occupational safety information. To report adverse effects, access medical information,
or obtain additional product information, call 1-800-428-4441.

MANUFACTURED BY

BLUE BIRD FEED MILL
Any town, USA 12345

Expiration Date: [30 days after manufacture] — -

Optaﬂexxm, and Rumensin® are trademarks of Eli Lilly and Company. . .. _. ...
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